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IN THE CLAIMS 



23. (Currently amended) A bacteria [Bacteria] useful as a 

vehicle for gene transport and gene transfer to eukaryotic cells 
of an organism for inducing a targeted somatic transgenesis in 
cells, tissues or organs, except the germ-line cells of the 
organism, the bacteria comprising a foreign DNA integrated into 
an episomal vector, the transcription and expression of the 
foreign DNA being under the control of a eukaryotic regulator 
gene selected from the group consisting of a promoter and other 
regulatory sequence , wherein the bacteria: 

a. are vital and viable in the organism; 

b. have pathogenic properties selected from the group 
consisting of: 

a. i. fully pathogenic; 

b. ii. attenuated in one or more of the following ways: 

(1) attenuated to prevent the bacteria from inducing 
apoptosis of the eukaryotic cells, 

(2) attenuated to restrict the intracellular motility 
of the bacteria, and 

(3) attenuated so as to permit efficient elimination 
of the bacteria after the foreign DNA is 
transferred to the eukaryotic cells; and 

iii. naturally not pathogenic bacteria that is provided 
v/ith additional pathogenicity factors, said factors 
enabling the bacteria to infect the organism in a 
controlled manner, to advance into the organs and 
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tissue of the organism, and to transfer the foreign 
DNA to remote somatic cells; 

c. reach the target organ in the organism according to their 
typical cycle of infection and by their typical route of 
infection and are able to transmit the foreign DNA into 
remote somatic cells; 

d. have the route of infection that is directed and locally 
limited either naturally or due to a specific genetic 
alteration of one or more genes selected from the group 
consisting of: 

i. genes that influence the reproduction of the bacteria 
in the eukaryotic cells, 

ii. genes that reduce the pathogenicity of the bacteria in 
the organism, and 

iii. genes that inhibit the survival of the bacteria in the 
environment after the bacteria is excreted from the 
organism; and 

e. having the cycle of infection that can be limited in time 
and terminated by use of an antibiotic. 

24. (Currently amended) The bacteria of claim 23, [in which the 
foreign DNA is controlled by a promoter and other regulatory 
sequence,] wherein the promoter and other regulatory sequence 
originate from the previously selected target organ or are 
optimized from the target organ. 
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25. (Original) The bacteria of claim 23, wherein the bacteria 
further comprises an additional exogenous suicide gene. 

26. (Original) The bacteria of claim 23, wherein the bacteria 
belongs to a genus selected from the group consisting of: 
Aeromonas, Bartonella, Brucella, Campylobacter, Clostridia, 
Enterobacteriaceae, Legionella, Listeria, Mycobacterium, 
Renibacterium, Rhodococcus, and a genus that is genetically or 
biochemically related to them. 

27. (Currently amended) A bacteria useful as a vehicle for gene 
transport and gene transfer to eukaryotic cells of an organism 
for inducing a targeted somatic transgenesis in cells, tissues 
or organs, except the germ-line cells of the organism, the 
bacteria comprising a foreign DNA integrated into an episomal 
vector, the transcription and expression of the foreign DNA 
being under the control of a eukaryotic regulator gene selected 
from the group consisting of a promoter and other regulatory 
sequence, wherein the bacteria: 

a. are vital and viable in the organism; 

b. have pathogenic properties selected from the group 
consisting of: 

c . i. fully pathogenic; 

d. ii. attenuated in one or more of the following 
ways : 

(1) attenuated to prevent the bacteria from inducing 
apoptosis of the eukaryotic cells, 
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(2) attenuated to restrict the intracellular motility 
of the bacteria, and 

( 3) attenuated so as to permit efficient elimination 
of the bacteria after the foreign DNA is transferred 
to the eukaryotic cells; and 

iii. naturally not pathogenic bacteria that is provided 
with additional pathogenicity factors, said factors 
enabling the bacteria to infect the organism in a 
controlled manner, to advance into the organs and 
tissue of the organism, and to transfer the foreign 
DNA to remote somatic cells; 
reach the target organ in the organism according to their 
typical cycle of infection and by their typical route of 
infection and are able to transmit the foreign DNA into 
remote somatic cells; 

have the route of infection that is directed and locally 
limited either naturally or due to a specific genetic 
alteration of one or more genes selected from the group 
consisting of: 

i. genes that influence the reproduction of the bacteria 
in the eukaryotic cells, 

ii. genes that reduce the pathogenicity of the bacteria in 
the organism, and 

iii. genes that inhibit the survival of the bacteria in the 
environment after the bacteria is excreted from the 
organism; and 
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. , ■« 23 in which] wherein the bacteria 
[The bacteria of claim a ■ aequence se t forth in 

contains a dapE gene having a nucleot ^ ^ 

nucleotide positions with J fey blocklng or 

or the matching gene is deleted 

mutation. 

• of claim 27, wherein the bacteria is 
28 (Original) The bacteria of claim 
of strain Listeria monocytogenes. 

* ^ A bacteriaj^sefuL.^^ 
29 . (Currently amended) ~~ ^ZZTc ceTl^~of^an^_^r^anlsjn 

^^cfer to eukar^otic_ce±i£ 

tran^t_and_^ene_^ran^ ~\ZZ^^ce]J^J^B^ 

^^^^ 
bacteria^ffir^Sin^ 

beino^nder^^^ 

f r om_thejrouj^ 

seo^encj^^ 

— ^ V, liable in theprg^nismj. 

^^^^^^ 91953 
haye__Eath^3enic ETOEercieb 

consisting_ofj_ 
• fully jpathogenici 
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in 



^.nnat.ed to prev ent the bacteria from in ducing 
apoptosis of the euk arvotic cells, 

.Herniated to restrict the intracellular motility 
of the bacteria, and 
( r L _ jljjjmtr * ~ - ^ r»™ ^ efficient elimination 
nf the bacteria after the fore ign DNA is_ 
transferred to the euk aryotic cells; and 
mt1irn11y ^ pyogenic bacteria tha^s_^rovided 
additional pathogenicity factors, said factors, 
^K-M„ q .hp bacteria to infprt the organism in a 
^^n.d manner, to advance into^h^,^^^,^ 
tissue of the onanism, and to tran sfer ^he_foreign 
DNA to remote somatic cells; 
r« a ch the tara^rcan in the o_r S an^m_^ccorgU ng to their 
nri:Ill _ J=y ^ of infection and by t heir ^icaj^oute^f 
infection and ar e_^ble_to_^ran q mi t the foreign DNA into 

remote somatic cells; 
Jl3=z _ J±r ^.o infection that is d^ectgd_and^callx 

j^^d^^ or due to a specif ic_genetxc 

alteration of one or more _ j a gne jL _8el ^l-Pd from the grouj 
consisting of: 

T^JEH- ^ influence t^ reproduction of the ^acteria 

in the eukaryotic cells, 
^ q — q rhat. reduce the pathoggnici tY of the bacteria in 
the organism, and 
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iii. genes tha t_jnhi bit the survival of the h*,r^* ^r^^ 
environment after the ha^Prja_is_e g ^^ 

organism; and 

f. having the cycle of inaction that ,-,,„ be llmlher , „ <m . 
and terminated by use of an antibiotic 

[The bacteria of claim 23,] ^herein said bacteria containing a 
cspL gene having a nucleotide sequence set forth in SEQ ID No 2 
or a gene matching in at least [35] 50-6o % of the nucleotide 
positions with the cspL gene, wherein the cspL gene or the 
matching gene is deleted or inhibited by blocking or mutation. 

30 (Original, The bacteria of claim 29, wherein the bacteria 
belongs to the genus Listeria. 

31. (Previously amended, A bacterial strain Listeria 
monocytogenes EGD Hyl Msla which is deposited at the DSMZ (German 
Collection of Microorganisms and Cell Cuitures, under the number 
of 11881 and is suitable for use according to claim 23. 

32. (Original, A bacterial strain Listeria monocytogenes EGD 
Delta actA De!ta plcB, which is deposited at the DSMZ (German 
collection of Microorganisms and Cell Cultures) under the number 
11882 and is suitable for use according to claim 23 . 
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33. (Original) A bacterial strain Listeria monocytogenes EGD 
Delta cspL 1, which is deposited at the DSMZ (German collection 
of Microorganisms and Cell Cultures) under the number 11883 and 
is suitable for use according to claim 22. 

34. (Original) The bacteria of claim 23, wherein the bacteria 
infect udders of cows or other lactating working animals. 

35. (Withdrawn) A method for the production and extraction of 
proteins , comprising : 

a. providing bacteria useful as a vehicle for gene 
transport and gene transfer to eukaryotic cells of an 
organism (a TGC procedure) for inducing a targeted 
somatic transgenesis in these cells, tissue or organs, 
except the germ-line cells of the organism, said 
bacteria comprising a foreign DNA integrated in an 
episomal vector, the transcription and expression of 
the foreign DNA being under the control of a 
eukaryotic regulator gene; 

b. infecting the eukaryotic somatic cells of the organism 
with the bacteria to produce transgenic cells, said 
transgenic cells expressing the foreign DNA to produce 
a foreign protein encoded by said foreign DNA; and 

c. isolating the foreign protein from the cell, tissue or 
organ, wherein the bacteria: 

i. are vital and viable in the organism; 
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ii. have pathogenic properties selected fro. the 

group consisting of 

(1) fully pathogenic; 

2 at tenuated in one or .ore of the following ways, 
,„ attenuated to prevent the baoteria from 

inducing apoptosis of the eukaryotic ell., 
attenuated to restrict the intracellular 

motility of the bacteria, and 

, „ as to permit efficient 
attenuated so as to f 

elimination of the bacteria after the 
for eign DNA is transferred to the eukaryotic 

cells; and 

naturally not pathogenic bacteria that is 
provided with additional pathogenies factors. 
S aid factors enabling the bacteria to infect the 
organism in a controlled manner, to advance into 
th e organs and tissue of the organism, and 
transfer the foreign DNA to remote somatic cells, 
reach the target organ in the organism according 
to their typical cycle of infection and 
typical route of infection and are able to 
transmit the foreign DNA into remote somatic 

r^'the route of infection that is directed and 
locally limited either naturally or due t a 
S pecific genetic alteration of one or more genes 
selected from the group consisting o£ 
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(1) genes that influence the reproduction of the 
bacteria in the eukaryotic cells, 

(2) genes that reduce the pathogenicity of the 
bacteria in the organism, and 

(3) genes that inhibit the survival of the 
bacteria in the environment after the 
bacteria is excreted from the organism; and 

v. having the cycle of infection that can be limited 
in time and terminated by use of an antibiotic. 

36 . (Withdrawn) The method of claim 35, wherein the method 
further comprises the step of washing the foreign protein 
isolated from the cell, tissue or organ. 

37. (Withdrawn) The method of claim 35, wherein the foreign 
DNA is controlled by a promoter and other regulatory 
sequence, wherein the promoter and other regulatory 
sequence originate from the previously selected target 
organ or are optimized from the target organ. 

38. (Withdrawn) The method of claim 35, wherein the bacteria 
further comprises an additional exogenous suicide gene. 
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39. (Withdrawn) The method of claim 35, wherein the bacteria 
belongs to a genus selected from the group consisting of: 
Aeromonas, Bartonella, Brucella, Campylobacter, Clostridia, 
Enterobacteriaceae, Legionella, Listeria, Mycobacterium, 
Renibacterium, Rhodococcus, and a genus that is genetically 
or biochemically related to them. 

40. (Withdrawn) The method of claim 35, wherein the bacteria 
contains a dapE gene having a nucleotide sequence set forth 
in SEQ ID NO. 1 or a gene matching in at least 35% of the 
nucleotide positions with the dapE gene, wherein the dapE 
gene or the matching gene is deleted or inhibited by 
blocking or mutation. 

41. (Withdrawn) The method of claim 35, wherein the bacteria 
is of strain Listeria monocytogenes. 

42. (Withdrawn) The method of claim 35, wherein the bacteria 
contains a cspL gene having a nucleotide sequence set forth 
in SEQ ID NO 2 or a gene matching in at least 35% of the 
nucleotide positions with the cspL gene, wherein the cspL 
gene or the matching gene is deleted or inhibited by 
blocking or mutation. 

43. (Withdrawn) The method of claim 35, wherein the bacteria 
belongs to the genus Listeria. 

44. (Withdrawn) The method of claim 35, wherein the bacteria 
is of the strain Listeria monocytogenes EGH HlyD 491A , which 
is deposited at the DSMZ (German collection of 
Microorganisms and Cell Cultures) under the number 11881. 
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45. (Withdrawn) The method of claim 35, wherein the bacteria 
is of the strain Listeria monocytogenes and EGD Delta actA 
Delta plcB, which is deposited at the DSMZ (German 
collection of Microorganisms and Cell Cultures) under the 
number of 11882. 

46. (Withdrawn) The method of claim 35, wherein the bacteria 
is of the strain Listeria monocytogenes EGD Delta cspL 1, 
which is deposited at the DSMZ (German collection of 
Microorganisms and Cell Cultures) under the number of 
11883 . 

47. (Withdrawn) The method of claim 35, wherein the organism 
is selected from the group consisting of: (a) a working 
animal, with the transgenesis being induced in the blood or 
other tissue of the working animal, (b) a lactating 
animal, with the transgenesis being induced in the udder of 
the lactating animal, and (c) poultry, with the 
transgenesis being induced in eggs of the poultry. 

48. (Withdrawn) A somatic transgenic working animal produced 
by the method of claim 35. 

49. (Withdrawn) The method of claim 35, in which the somatic 
transgenic tissue created through infection with the 
bacterium of claim 1 is reimplanted in an entire organism. 
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50. (Withdrawn) The method of claim 35, wherein the foreign 
protein is selected from the group consisting of hormone, 
regulation factor, enzyme, enzyme inhibitor and a human 
monoclonal antibody. 

. (Withdrawn) The method of claim 47, wherein the foreign 
protein is useful as a drug, vaccine, or for preparation of 
diagnostics . 
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